Tipifarnib 1s Highly Active in HRAS-mutant SCCHN Tumor Models
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Abstract Tipifarnib: Farnesyltransferase inhibitor Tipifarnib is active in a mTOR kinase inhibitor- Tipifarnib in HRAS-mutant SCCHN
Tipifarnib is a potent and selective inhibitor of farnesyltransferase (FT). * Potent/highly selective inhibitor of Farnesyl resistant HRAS-mutant SCCHN model B Dokl oSl i 1 LT " | |
FT catalyzes the post-translational attachment of farnesyl groups to Transferase (FT) that competitively binds the CAAX ase Z trial ot tipitarnib in -mutant solid tumors Is ongoing
proteins that require localization to the inner cell membrane. binding site. * 36 patient study in two 18-patient cohorts with a Simon two-stage design
Although all RAS isoforms (KRAS/NRAS/HRAS) are FT substrates, HRAS e Previouslystudied in > 5,000 patients (70+ studies) | UNSCELIBHRAS QoL *  Cohort 1: HRAS mutant thyroid cancers
is exclusively dependent upon farnesylation for membrane localization R T T W . Bon »  Cohort 2: HRAS mutant solid tumors
and signaling activation, making HRAS mutant tumors uniquely insufficient clinical activity to support registration «  Dose-schedule: 900 mg twice daily on Days 1 —7 and 15— 21 in 28-day cycles
susceptible to tipifarnib mediated inhibition of FT. Based upon this _ _ o = 600 = : .t . -
ttemsll, fhe sefei e cfffeae) of Mt T peens (o) i though anecdotal evidence of single agent activity : * Primary objective: ORR; secondary objectives: PFS and DOR, safety/tolerability
HRAS mutant solid tumors is Currently being evaluated in a multi- had been reportEd' Tipifarnib E - . * * Two responses reqUirE‘d N Stage 1 (n = 11) to enroll Stage 2 (n=7)
institutional, open-label Phase 2 trial (NCT02383927). * Manageable safety profile as single agent therapy (in-licensed by Kura Oncology 2 *  Primary objective: Objective response rate (ORR)
0 i i i . from Janssen) 8 = = ‘ ‘ ‘
In the present study, we sought to characterize the antitumor activity (<25% treatment discontinuation) E * Based on emerging data, Stage 2 of Cohort 2 is focused on recruitment of HRAS
of tipifarnib in the OPC-22 panel of representative squamous cell 200 mutant SCCHN
carcinoma of the head and neck (SCCHN) cell lines and in CDX and PDX
models of SCCHN and other tumors with activating mutations of HRAS. 0 : : ; :
.. e L .. : : 0 : 10 Is 20 (days) KO-TIP-001 Best Response and Status
Tipifarnib displayed robust antitumor activity in a number of patient- T|p|farn|b IS h|gh|y active in cetuximab-resistant e Tmf.z:s P
derived xenograft (PDX) models of HRAS-mutant cancer. In three -® Vehicle - -
- gﬂ(g BID 1mg’!kg QD ~ 6 mos. systemic
HRAS-mutant SCCHN models, all treated animals’ tumors were either HRAS-mutant SCCHN PDX models O i . i L o
i i metastatic trachea ~ 8 mos. 5D Tipifarni
fully growth-inhibited or underwent partial or complete regression. HN3504 HN2606 *p = 0.044; **p = 0.037 by nonparametric two-tailed t-test : i i
Importantly, all three HRAS mutant SCCHN PDX tumors were resistant 900 HRASKALZN £500; HRASGI3R ! TAK228 R PD C2 s 2 e Ongoing n €19
to chemotherapy and cetuximab, suggesting tipifarnib has the i i + (oral cavity SCCNH) Sl
potential to offer improved clinical benefit. Tumor regressions were _ . . . . .
also common in urothelial cancer and lung squamous PDX models. E - . I e Tlplfarnlb IS hlghly active in HRAS-mutant bladder e gy Pm Ongoing in C12
These preclinical findings are consistent with preliminary data from S = | and Iung squamous cell carcinoma PDX models
the ongoing Phase 2 study in HRAS mutant SCCHN pts who were 5 . - B Progressive disease
relapsed and/or refractory to prior therapy, including cetuximab. 2 . BL3325 HRAS Q61L R L i i
These data illustrate the potential for tipifarnib in the treatment of ol =y soo
HRAS-mutant cancer, particularly patients with HRAS mutant SCCHN.. . . 1200 + i ) B Poriairesponse Patient 005-005 & | .
0 é llﬂ 1I5 ZID ZI5 SID 3I5 1] é 1:D 1I5 E:IJ- EIE 3:D 3I5 1000 - 350 - Dr. Ho, MSECE [ )
Study Days Study Days _ - 300 - -
: spse: 8 g E
CENTRAL HYPOTHESIS: F iy o P— g - E 2s0-
—a—Cetuximab, 1 mg QW Methotrexate, 10 mg/kg, BIW | T|p|farn|b dosed at BUmg/kg PO BID 'E' E 200 - * Preliminary data from Cohort 2, Stage 1, as of 2/28/2017 08/17/2015 (Baseline) 12/22/2015 (C4 D22)
. . . . . 600 - 3 L
HRAS driven malignancies are uniquely susceptible E " S Lo —m—Vehicle
to the antitumor effects of FTI therapy g A e £ —o—Tipifarnib
3 —4—Tipifarnib = 100 ~
Cell membrane RSO EHARALIOR 0 20 Summary
L 2000 - 1600 - 0 | | | . , , , 0 . . .
\ — o 5 10 15 20 25 30 35 0 10 20 30 HRAS-mutant SCCHN represents a biologically and clinically distinct subset of disease
_.‘? o — saE 1200 - Study Days Study Days
: A areathos ! E o < — Tipifarnib displays robust antitumor activity in PDX and CDX models of HRAS-mutant
h \ 3 £ . Sl =
: prenylation of o 5 - 3 LUS185HRAS G13R Tipifarnib dosed at SCCHN, including those resistant to cetuximab and mTOR kinase inhibitors
KRAS and NRAS ‘;ﬁ% s 2 B 80mg/kg PO BID
gt )% 3 400 - = 400 E 2000 - | Tipifarnib is also active in PDX and CDX models of other HRAS-mutant cancers
Tipifarnib v - - - 0 - - - - 5 N Encouraging activity has been observed with tipifarnib in HRAS-mutant SCCHN
* 0 10 20 30 0 10 20 30 40 :nh 1000 -
Study Days Study Days 5 -&-Vehicle —e—Tipifarnib patients who were relapsed and/or refractory to prior therapy, including cetuximab
Farnesyl Geranylgeranyl : 500
f transf : Tipifarnib Cetuximab I i
RIS i W7 Nehilcle " somg/kgBID U 1mgaw . . | The ongoing Phase 2 trial in patients with HRAS-mutant SCCHN will seek to validate
i 0 10 20 30 40 50 60 the activity of tipifarnib in this disease subset
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